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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )E3 Responsive to communication(s) filed on 02 December 2003 . 
2a)D This action is FINAL. 2b)M This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) S Claim(s) 1-4.6-8 and 10 is/are pending in the application. 

4a) Of the above claim(s) __ is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) E3 Claim(s) 1-4.6-8 and 10 is/are rejected. 

7) D Claim(s) is/are objected to. 

8) D Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) D The specification is objected to by the Examiner. 

10) D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

11) D The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 1 1 9 

12) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 
a)D All b)D Some * c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2. D Certified copies of the priority documents have been received in Application No. . 

3. D Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED OFFICE ACTION 

Applicant's amendment filed on 02 December 2003 is acknowledged and entered. 
Following the amendment, claims 5 and 9 are canceled. 

Currently, claims 1-4, 6-8 and 10 are pending and under consideration. 

Withdrawal of Objections and Rejections: 

All objections and rejections of claims 5 and 9 are moot as the applicant has canceled the 

claims. 

The obviousness-type double patenting rejection of claims 1-4, 6-8 and 10 as being 
unpatentable over claims 1 and 12 of U.S. Patent No. 5,512,544 is withdrawn in view of 
applicant's terminal disclaimer. 

Objections and Rejections under 35 U.S.C. 112: 

The following is a quotation of the second paragraph of 35 U.S. C 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 3, 4, 7 and 8 are rejected under 35 U.S. C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claims 3, 4, 7 and 8 are indefinite because it is unclear what "non-proteolytic protein" is 
meant. It might mean that the protein cannot be digested by protease, which is not likely to be 
enabled, or alternatively, that the protein lacks protease activity. The metes and bounds of the 
claims, therefore, cannot be determined. 

Rejections Over Prior Art: 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
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invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 C.F.R. 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(f) or (g) prior art under 35 U.S.C. 103(a). 

Claims 1*4, 6-8 and 10 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Seckinger et al. (J. Exp. Med,, April 1, 1988, 167(4): 1151-6), in view of Dayer et al. (J. Exp. 
Med., 1985, 162: 2163*2168). 

Seckinger discloses an inhibitory factor of TNF-a (TNF-a INH) identified in human 
urine, which molecular weight is 40-60 kD, and pi ranges 5.5-6.1, and has a specific TNF- a 
inhibitory activity when tested in a cytotoxicity assay, which was competitively overcome by 
increasing concentration of hTNF-a (the abstract, and page 1515, the first and the second 
paragraphs). Additionally, Seckinger teaches that the PGE2 production induced by TNF-a on 
human fibroblasts may well be inhibited by the TNF-a INH (page 1515, line 8 from the bottom). 
The description of Seckinger' s TNF-a INH matches that of the TNF inhibitor of the present 
invention as both exist in human urine, both have similar molecular weight (40-60 kD vs. 40-80 
kD), overlapping pi ranges (5.5-6.1 vs. 6-8), and both exhibit a specific TNF inhibitory activity, 
which can be competitively overcome by TNF-a. Therefore, Seckinger' s TNF-a INH seems to 
be the same as the TNF inhibitor of the present invention in the absence of evidence to the 
contrary. Although the present disclosure provides limited sequence information of the protein, 
it, by itself, does not make the instant protein novel or distinct from Seckinger' s TNF-a INH. 

The primary reference does not mention explicitly to use such a TNF inhibitor for 
treating conditions wherein TNF is to be eliminated or antagonized in order to inhibit the 
cytotoxic effect of TNF. 
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Dayer teaches that cachectin/TNF has been implicated both as the primary mediator or 
shock in gram-negative septicemia, and as the agent responsible for cachexia in chronic 
infectious disease states, thus playing a major role in the mammalian inflammatory responses 
(page 2163, the second paragraph). Additionally, Dayer teaches that cachectin/TNF also evokes 
the production of collagenase and PGE2 by synovial cells and dermal fibroblasts (page 2164, the 
first paragraph), and thus, it may represent the major mediator of this phenomenon in vivo (page 
2166, the last paragraph), and that PGE2 is believed to be an important stimulus for the 
production of intracellular prodeases, and is known to trigger bone resorption by osteoclasts in 
the course of inflammatory disease such as rheumatoid arthritis (page 2164, the first paragraph, 
and reference 19). 

It would have been obvious to the person of ordinary skill in the art at the time the 
invention was made to use the TNF-a INH taught by Seckinger for the treatment of conditions 
wherein TNF is negatively involved, and its effect need to be antagonized, such as those taught 
by Dayer. The person of ordinary skill in the art would have been motivated to do so in order to 
treat diseases, and reasonably would have expected success because Seckinger has demonstrated 
that TNF-a INH has a specific TNF- a inhibitory activity, and is able to inhibit the cytotoxic 
effect of TNF-a. 



Conclusion: 

No claim is allowed. 
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Advisory Information: 

Any inquiry concerning this communication should be directed to Dong Jiang whose 
telephone number is 571-272-0872. The examiner can normally be reached on Monday - Friday 
from 9:30 AM to 7:00 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Yvonne Eyler, can be reached on 571-272-0871. The fax phone number for the 
organization where this application or proceeding is assigned is 703-872-9306. 
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Patent Examiner 
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